-5-HIAA in P2-fraction from rats treated with a single dose of imipramine were lower at 2, 5 and 10 min after intraventricular administration of [3H]-5-HT, compared with control animals, though these levels were statistically insignificant. Thereafter, however, the values became higher than in the controls.
The major neurochemical mechanism involved in the action of imipramine and other related tricyclic antidepressants has been ascribed to an inhibition of 5-hydroxytryptamine (5-HT) and/or norepinephrine (NE) at the neuronal membrane, after which there is an increase in the synaptic levels of these amine transmitters (1) (2) (3) (4) (5) . However, these data were acquired with acute administration of a single dose, while the clinical efficacy of these drugs has been observed after about 3 weeks administration.
In a previous study from our laboratory, we found that a single i.p. administration of imipramine produced an inhibition in the uptake of intraventricularly administered [3H] 5-HT into synaptosomal fractions, however, the effect was transient and 10 min later the level of [3H]-5-HT in the fraction from imipramine-treated rats was higher than that in the fraction obtained from the non-treated rats (5). These results indicate that the rate of disappearance of 5-HT from nerve-endings is decreased after a single dose of imipramine.
Thus, we attempted to determine if there are differences between the effects of single and long-term administrations of imipramine on 5-HT turnover and metabolism in brain.
MATERIALS AND METHODS
Effect of imipramine on the uptake of intraventricularly administered 5-HT: 5-Hydroxy These results indicate that the rate of disappearance of 5-HT from presynaptic neurons was accelerated by long-term administration of imipramine. Although final conclusions cannot be drawn from our present results, we have obtained additional evidence that long term administration of tricyclic antidepressants to rats produces a development of central
